L : Table 14: Summai  of Mean Changes from Baseline PEF Values (L/min)
Treatment Period S o Placebo = - Salmeterol 50meg -
; v N Change - N _Change

MornlngPEF , S e o

- | .. Baseline (actual value) - S w108 (235 1) 1020 (287.0)
|- Weekst¥-4 . . .0 ¢ - 105 . - 7. oo 102 0o 2187 -

"1 Weeks5-8 0 - S0 e j" 16.9 S99 244
. Week5912 R - A TR [ I & Q7 e 20.8°

L }.-';:'Weekst 12 g_f_'} AT E 1SS < V- U PORE 1.~ O -5 A

EveningPEF Lo R A A O
. Baseline (actual value)- s 108 - (250.0). ¢ |0 il (@52.0)
. Weeks 14 . . . _ U104 L LD U BTZ0 02 e 1780
" Weeks 5-8 ﬁ.-§ SRR o8B o 118 o 99 - 194
Week5912 13 S o R 8B T 144 97 228

| Weeks 112 o T ea L o C g2 2000
‘ --I-.j; p¢0 033 vs. placebo (ANOVA F—test) - .

Mean datly use of Ventolm MDI backup in the seven days prior to Day 1 was 1.6 puffs
~ for the placebo group and 1.7 puffs in the salmeterol group.” A continuous decline in -

- week trial' was -0.3 in the pIacebo group and -0.8in the salmeterot group, statnsttcally
favonng salmeterol . _ o L e S

' - salmeterol patients expenenced no nighttime awakenings. Both groups showed a
~.an increase of 4.1 percent in the placebo: group and 9.1 in the salmeterol group. -

- . ‘observed

e j'Patlents in both the placebo and salmeterol groups reported havmg generally mlld
__;jasthma symptoms. A maximum asthma score was determined by looking at the
= maximum value reported for any of the rated symptoms: (chest tightness, shortness of

: f'.:';-:.*-j*‘days prior to Day 1, orva 6-point scale, was 1.1 for placebo and 1.2 for salmeterol.
.~ Mean maximum scores declined in both groups throughout the study, with an overall

- maximum asthma score was statistically better for the salmeterol group than the
placebo group. though numencally small

g 9'Analyses of percent of days wnh no symptoms shows snmllar |mprovement among both

“.-groups: ‘with consistently greater improvement among the salmeterol patients. Only -

oo improvement in wheezing scores was statlstlcally supenor among the salmeterol
BERREIE patlents relatlve to placebo N SRR '

o "iiﬁli_"'Physwlan-rated global scores provnded sumllar fmdnngs to the patlent rated asthma
( . 'symptoms, with a consistently greater proportion of- salmeterol patients than placebo

* Ventolin use was observed in both treatment groups. The: overall change for the twelve oo

.'z‘i'ln ithe seven days pnorto Day 1, 84 3 percent of placebo patlents and 85.8 percent of S
" continued increase in the percentage of nights without awakenlngs Overall there was. 2

- Although the salmeterol group showed a favorable trend no statlstlcal dtfferences were ' _' ‘ S

“ " breath, wheezing and coughing). The mean maximum score reported during the seven_i'.'__ . FEE

f'_-'change of -0:1 in the placebo group and -0:4 in the salmeterol group. The decline in*- E -_' f3 N

- patiénts reported to have no symptoms at Day 1 and Weeks 4, 8 and 12. At Week 12, - S |




61 percent of salmeterol patlents were reported to have no symptoms whrle 49 percent
- of placebo patlents were reported to have no symptoms L

S In a pharmacoeconomlc assessment functlonal status was assessed W|th the FSII R

. . at Screening and Weeks 4, 8 and 12. Possible outcome scores ranged from 0 to- 100, © -
~~ ““with 100 being the best possible functional state. Means were consistently above 90 for -
1 bothrgroups. - Salmeterol patients showed significantly higher scores at Weeks 8 and

“. 712 Magnitude of improvement from baseline was also generally higher for salmeterol
- -patients (approximately 7 points) than placebo patients (approximately 3 points). The -

-~ also'ranged from 0 to 100.. Mean scores were generally in the range of 80to 90.. L
- Salmeterol means were statistically superior to placebo means at Visits Weeks 4 and 8.

- = Salmeterol patients showed somewhat greater improvement from baseline - _

ERERR (approx1mately 12 points) than did placebo patients (approximately 6 points). Parents

.'_25;‘ .

" SLP-C was used to assess sleep at the same clinic visits using a scoring system that_- L '

(S *were asked to complete the NEMCH which evaluated 14 dimensions of health; including -~ |

- “-mental health and emotions. - These data largely favored placebo at Screening and did .

-+ . not show a'pattern of differences between treatment groups at the Week 12. Overall,

o the pharmacoeconomlc assessments can be conS|dered suppomve of the effrcacy ot
ok salmeterol - L

; 55:"_""The number of out-of-clrnrc asthma exacerbatrons in each group are reported for the
"1 treatment and ‘post-treatment periods in Table 15. Fewer events were seen for the .

= some rebound worsenlng with cessation of salmeterol

e Table 15:. Frequency ot Out of- Cllmc Asthma Exacerbatlons

_:fj' “. salmeterol group during treatment; although in the post-treatment period, the salmeterol - - SR
©.t-group was: observed to experience a greater number of events ransnng the possnbrlnty of L

. Placebo Salmeterol 50 mcg
R R IR IR (N 105)1."' (N'=102) .
During Treatment . .
S 1 23 (22%) _ 18 (1B%)
- 2 10(10"/0) L 6(6°/o) :
' N >3 1 (<1%) 1 (<1%)
Post-Treatment - L . L
L L 1 a o 2(2%) 12 (12%)
2 - 0. - 0. -

-, ~Other post-treatment analyses revealed no indication of rebound effects following =~ =
... -discontinuation of treatment. Post-treatment AM and PM PEFR means remained abee: '
- baseline levels for both treatment groups throughout the post-treatment week. AM
-~ PEFR showed a gradual declining trend in the salmeterol group.. Ventolin use, percent

© - of nights with no nighttime awakenings and maximum asthma scores were lower than |
= basellne in. both treatment- groups throughout the post-treatment penod

APPEARSTHISWAY =~
S ONIORIG]NAL.




v Efflcacv Concluanons

_ 7 endpoints, but not serial PEFR or A.M. or P.M. PEFR scores from the daily diary, .
-+ showed some ‘decline in effect over 12 weeks of treatment.- This' was particularly. -

.- apparent in the serial FEV1 data; longer time to onset, shorter- duratlon of effect and a-

i declme in the propomon of patlents who reached crmcal mcreases s

- ‘outcomes.: Use of Ventolin MDI back-up, asthma symptom scores and physician rated

" that the decline in effect was not clinically problematic for the group as a whole, .
- however, further evaluation of this finding will be undertaken in the subsequent study.

R to the observed outcomes..
_ .-‘_;g_ficonslste“t W|th the flndmgs in the dose rangrng study, patlents age 4 to 8 Qenerally

T - trend was observed throughout the12 weeks

E ':‘E:IZCortlcostermd use dld not appear to SIgnlflcantly alter treatment effect

N f:'é;'f_f":There does not appear to be strong evidenée of rebound following discontinuation of .

:Z' .- “to'experience higher rates of asthma exacerbatlon than placebo patlents dunng the
s ,f__g;-_post-treatment penod = S :

| The generallzablllty of the efflcacy data from this trial wrth the o
..+ Diskus device are limited given the lack of a definitive clinical fink in thts age group.

. exercise-induced bronchospasm, relates findings from Trial SLGA2003,; in which 50 -
- ..: meg salmeterol doses from tha .~ -

- This trial provrded reassurance that thet o devnces appear to have comparable cllnfcal B
_;f"performance o S . .

- '75_3'_:'__.-;:f;f‘Safetv Outcomes | |

3 3. EE'EENo deaths were reported dunng th|s study | o
'_;i?iESenous adverse events were reported for four salmeterol patnants (Pt #s M255 M259
- salmeterol patients each experienced an asthma exacerbation. Three patients -

" experienced the events during the double blind treatment period, between Day 45 and
':;_f-v_Day 77. One of these patlents was wnthdrawn from the study The fourth patlent

o 'Pulmonary function evaluatlons |nclud|ng PEFR, FEV1,‘FEF25,75%, arid FVC were: -asich IR
. consistently supportive of the efficacy of salmeterol relative to placebo.- The sptrometrlc S

-:;_:The cllmcal sngmflcance of these frndlngs can be evaluated Iargely by looklng at cllnlcal S a

. -global scores did not reflect a diminution of response to salmeterol.. ‘Overall, it appears S

. This trial employed the (____ Piskhaler to deliver salmeterol. This formulation is not -~ .
- -approved in the United States and rts performance charactenstlcs may have contnbuted [P

" showed enhanced PEFR scores relative to the subgroup of patnents age 9 to 11. ThIS - .
- treatment with salmeterol based on diary data, however salmetero! patients were noted Sl

“However, Dr. Meyer’s September 17, 1998 review of SEI-001, for preventioh of pedlatnc 5- :':f' : e

iskhaler and Diskus devices were compared o

- Pe165, W195) and five placebo patients (Pt #s H72, L86, L1086, PR21, was2). The four-




g _ff"expenenced the event dunng the post-treatment penod four days after the last dose of o |
f.*salmeterol e . o e

f_‘Two of the flve placebo events were asthma exacerbatlons One patlent was W|thdrawn T

" and one ‘patient completed the study. There were two patients with appendicitis, one of . R

whom completed the study and one who was withdrawn. ‘The fifth placebo patient
. ‘experienced symptoms of abdominal pain’ diarrhea, vomiting and dehydration, later
SH dlagnosed as a possrble kidney obstructuon This patlent was Iost to follow up :

o One patlent (# M251) experlenced an asthma exacerbatron durlng the placebo run-in. -
thought to be due to exposure to allergen ‘This patlent was wuthdrawn as a screemng
. :-'_'-:‘fatlure N S : _ _ . :

e L _:.'There were three addmonal patlents wnthdrawn from the study due to adverse events

| . -that were not considered serious. Pt # PR12 experienced a moderate erythema
“'multiforme over his entire body during the placebo run-in period.. Pt # K32 was

i _:_}"and Pt # W292 was wrthdrawn from placebo on Day 36 due to severe bronchltls

o At total of three salmeterol and three placebo patlents were wrthdrawn from the study
"r“f'duetoadverseevents SERSIE IR SR l o : _

RO f_':'Other a’dverse events are summarrzed in Table 16. Events are Ilsted in the table if -

= ~ they occurred in three percent or more of the patients in the salmeterol group and in a
Vo larger proportron of the salmeterol group than the placebo group :

. Table 16 Adverse Events L
Placebo | _ Salmeterol 50 mcg

-~ Total - .. 79 (75%) o S 75 (74%).
Pharyngitis : 14 (13%)- o 15 (15%). .
._Nasopharyngitis L 8 (9%) . e 10 (10%)
. Ofitis nedia | . B (8%)- 9 (9%)
" Otalgia | - 0 (0%). . e B3 {3%)
Rash/skin eruption o 3 (3%).. S EB(6%)
~ Paininlimb | .. ... 1 («1%) e B8 (8%)
B _Cough : 4 (4% . . B (8%)
Abnormal cardlovasc tests | -~ - 2 (2%} . 1 - -4 (4%) . ..
e Allergy | . - C 1 (1% S 3 (3%).
. Urticaria . 0 O%’)‘ s B 3 (3%): L

o f:fClmlcal laboratory evaluations were conducted at Screening and Week 12 There

+ - were four patients (4 percent) in the placebo group and 12 in the salmeterol group (12
- percent) who were observed to have one or more laboratory value beyond threshold -
“- " levels. Most were attributable to concurrent disease; such-as URTI, asthmia or allergy :
7 Low bicarbonate was reported in two' placebo and four salméterol patients and appears
" - - unrelated to.concurrent disease.. None of these abnormalitiés were considered related -
© I to'treatment.: Categorical analyses of transmons in cllnrcal Iaboratory data revealed no
S trendsthat appear to be cllmcally lmportant ST

_discontinued from salmeterol treatment on Day 42 due to-an upper respiratory . mfectlon R




Coiieel

}f"Vit'azl:'si'gndata:were'colle'cted with puimonary function testing. Change from baseiine . =

" fail to'show meaningful dlfferences between placebo and salmeterol W|th regard to
A pulse rate throughout the study - : S .

L Ef;f'Mean change from baselrne of systolrc blood pressure was somewhat greater for - S
- salmeteérol than for placebo, with some statistical differences between groups at Day1 = .
“and Week 12. These statistical findings were associated with- mean differences of only R
R approxrmately3 mmHg.  Categorical analyses did not suggest olrnlcally |mportant Lo
S dlfferences between the treatments r C R

':'”Drastollc blood pressure analyzed as change from basellne or categoncally. was not
suggestlve of meanlngful drfferences between treatments : S R A

S Electrocardrograms were abnorrnal in two salmeterol and three placebo patrents The :
. events in the placebo group were observed at Day 1 and at none of the subsequent - -

= " visits.. They were judged to be unlikely related to study drug. Mean héart rates were - IR
S ‘generally 2 to 4 bpm higher among salmeterol patients than placebo patients. However REISER

- range data show a narrower range of values for salmeterol patients at pre- and post-. = ©
..*. dose testing on Day 1 and Weeks 4, 8 and 12. QT. data did not show trends in-either -
o ithe placebo or salmeterol groups and mean values were comparable throughout the

. study. Instances of QT prolongation (values >441 msec) were consrdered lsolated
events wrth no cllnlcal srgnlflcance S N

S Continuous Holter momtorlng revealed no treatment related effects on cardrac rate or EREN
.. ventricular ectopic events. Supraventricular ectopic events were statistically more. - -
- frequent among salmeterol patients than placebo patients at Week 12, but this frnd'r'ng”
- was largely consistent with differences between the groups at baseline; and was not-~ =
- found with the first dose where SVT occurrences were more numerous among placebo S
C patlents than saimeterol patlents - P IRE o

i j:'}"Pulrnonary auscultatlon at each clrnlc vrsrt revealed consrstent fmdrngs for the two SEEE N
'treatment groups SR S : : : '-

Physrcal examinatlon results showed abnormalrtles in 66 and 67 percent of the
- " placebo and salmeterol groups, respectively, at Screening.. These proportions
.- .- increased by 13 and 8 percent in each ‘group, respectively, by the end of treatment
S Indlvrdual physncal flndrngs were comparable between treatment groups

"‘;'-ff'OveraII safety data are supportlve of the safety of salmeterol 50 mcg in chrldren age 4
© “to 11 No findings were suggestive of important clinical concems assocrated wrth the o
s :;- use of thrs drug in pedratnc patlents for a penod of twelve weeks T .

- and categorical analyses of increase and decrease of 15, 20 or 36 bpm from baseline. : -




; Conclusrons

~of symptoms and back-up medication use::: Some decline in bronchodilation response
. I8 seen between beginning and end of the 12 week treatment.: This finding wrll be
o further evaluated in the followmg study Wthh employs the DISkUS formulanon

Younger patlent appear to have consrstently greater bronchodllatlon responses than
e ‘response to’ salmeterol: Post-treatment rebound does not appear to be‘a srgnlflcant

--concern;, although salmeterol patlents expenenced a hlgher rate of post treatment
'asthma exacerbatlons SRR - . L

R systolrc blood pressure assocuated wrth salmeterol relatnve to placebo

S _f;'_;:_gé.-:' APPEARS TH\S WAY -
i o8 OR\GlNM—

The efflcacy of salmeterol 50 mcg BID via T iDisKhaler relative to placebo BID ¢
- 'was consistently established with PEFR, splrometnc data and patient:rated evaluations -

~“older children. Use of concomitant inhaled corticosteroids does not appearto alter - :f :'5 N

: 'Safety concems wrth salmeterol are mlnrmal The pnncrple fnndmg was & shght mcrease;f _. S
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. ff:f"T:r:ié_:l'SLéAsoﬁ._ SRR

" First patient enrolled: .\~ December 16, 199‘5 .
-~ Last patient completed: " October12 1996
- Three protocol amendments: . SR R : S
" Dates of the amendments were July 12 September 29 and November 10 1995 each -
-;ji'pnorto |n|t|at|on of the tnal G : S : G -

'lnvestlgators (36 srtes)

"James Baker. M D Portland OR S :_'-Kevm Murphy, M D Omaha NE o
- Williarn Berger, M. D Mission Viejo CA’ - Robert Nathan, M.D., Colorado Spnngs CO
- Robert Berkowitz; M. D Riverdale GA - . .’ .. David S. Pearlman, M D.; Aurora CO . ‘
- 8:Allan Bock; M.D., Boulder co - .. - f .- Jacob Pinnas, M.D., TucsonAZ
" Edwin Bronsky, M.D., Salt Lake Crty V) - Bruce Penner, M.D:,"San Diego’ CA
- Paul Chervinsky; M. D North Dartmouth MA- ' Anthony R. Rooklin, M.D., Chester PA
“*'David A: Cook, M.D., Danville CA .. .2 Michael Ruff, M.D., Dallas TX -
.- Kent H. Deyarman, M D., Medford OR - 5_ 2+ Gail Shapiro, M.D., Seattle WA
" Robert'J. Dockhorn, M.D., Lenexa KS .. Bernard Srlverman M.D., Brooklyn NY

... Anthony Femandez, M.D.; Tampa FL % William 8. Silvers, M.D., Jefferson Cny MO
"Rob Fiddes, M.D., Whlmer CA . i - Steven Weinstein, M.D., Huntungton Beach CA
Stanley Galant, M D., Orange CA ; .3 . -James Wolfe, M.D., San Jose CA: - S
- Marc Goldstein, M.D., Mt. Laurel NJ . - LY. Frank Wu, M. D indianapolis IN.
- James Kemp, M.D., San Diego CA - .. George Bensch, M. D Stockton CA -

_-',:'- Craig LaForce, M. D Raleigh NC '.'_ “~ """ Richard Buck, M.D., Eugene OR
- © Michael Lawrence, M D., Taunton MA . Gary Incaudo, M.D;; Chico CA - |
" Rober Levy, M.D,, Smyma GA L 7o John Klimas, M.D., Charlotte NC _

Benme Mcerllams M.D., Albuquerque NM 1__ Scott Osur, M D Albany NY

"'Note Dr Flob Flddes has been dlsquahfled by the FDA asa pnncrpal lnvestlgator
- Since only five patients were enrolled at his investigator site; their impact-on the trial -

_'j._g:'-requested

; ._'_The desrgn of Tnal SLGA3014 was srmllar to that of the prewous prvotal tnal SLD—SQO
- The following critical aspects distinguish Trial SLGA3014: " :

"Four treatment arms including salmeterol 25 and 50 rncg powder BID via Dlskus

'-";}-"albuterol Rotacaps 200 mcg QID and placebo (1:1:1:1 randomization).: - . = -

- Double dummy-design such that at each dosmg both the Drskus andZ - l '

-‘devices were used. . :

- between 45 and 75 percent of predicted normal.
1:1 stratification for 4 to 8 year old and 9to 11'year old age groups _
*No-placebo used between Screening and Day 1. All patlents were: converted to

! outcomes is expected to be mlmmal and a reanalyses to exclude these patlents was notf;;. S R

":/Sereening PEFR {ford to 5 year olds) and FEV1 (lor 6 to 11 year olds) requrred to be: ;: BT

* Ventolin MDI from other beta agonist therapy.- Patlente were required to be within 453-_' -




S

: and 80 percent of predlcted normal on Day 1 to be randomrzed to double b|lnd
“treatment. -

“Serial pulmonary functlon assessments on Day 1 ana Week 12 pre dose and 2 hour
: post dose assessments at Week 6. : : L

| Endp' omt

3. The followmg endpomts dlffered in Tnal SLGA3014 from those used in Trlal SLD 390
‘= Serial pulmonary function assessments were collected at 30 minutes and e
“immediately pre-dose, then 0.25, 0.5, 1, 2, 3,4, 6, 8, 10'and 12 hours post-dose
“Weighted averages (WAVE) were used in addition to AUC to summanze senal
. PEFR and FEV, data; as in'the dose ranging study; SLGA2016. " . :
e Responders were defined as those who achieved: at least a 15 percent mcrease over
“::- baseline post-dose response within. 4 hours of dosing. : :

. No'evening PEFR assessment was recorded in diaries.” SRS IR TR

E'Darly assessment of severlty of asthma symptoms was made usmg a 4-po|nt scale o RSN

. 1'= No symptoms at all.. R '
" 2'= Symptoms occurred with ||ttle orno dlscomfort unrestncted actlwty

- 3'= Symptoms occurred; were sometimes annoymg or affected routine’ actlvrty S g R
' 4 = Symptoms occurring even at rest; were annoying or affected routine activity. SRR

; Contnnuous Holter monltonng was conducted at six mvestlgator s1tes on Day 1 and R R
: ‘Week 12.. o :
e tAtDay 1 and Week 12 the parent/guardran was asked to complete the Health-:
" Related Quality of Life (HRQOL) and Device Satisfaction Questionnaire. The - .- - B

. HRQOL consisted of the FSII-R for functional status assessment, the Sleep Scale C:'i; R
. for sleep-assessment and an instrument to measure the quality of life of =~ .~ - A
. parents/guardians, QOL-PAC-2. The QOL-PAC-2 assessed three domams (burden SR
. subjective norm and social function) on a 1-5 scale, with lower scores indicating -~ -+ T
- better QOL.* Device satisfaction was assessed with regard to durablllty, ‘ease to Ioad-;i- IR

S with medicing, ease to hold and’ operate, ease in teliing how many doses are left
' --'ease of use, comfort of use, overall oplnlon and satlsfactlon

. _ "Statlstrcal Consuderatlons

. A sample size of 100 patlents per treatment group was based on prowdlng 80 percent
-+ power to detect a difference in percent of predlcted PEFFl and FEV, of 6 percent
between any two treatment groups R L ;

B 'Patlent DlSposmo

e A total of 449 patlents enrolled in the study There were 307 patlents screened but not . - 1
i ~enrolled. The majority of these patients failed to meet entry criteria, particularly PEFR .
- "~ or FEV requirements.. Of the 449 enrolled, 390 completed the study. A summaryof - .: -
."*: thé reasons for discontinuation of 59 patients is summarized in Tablg 17. The greatest R
_ . proportion of discontinuations occurred i in the 50 mcg salmeterol group, largely due to
A Iack of efﬂcacy and protocol vrolatrons I




Cim o

__ Table 17: Summary of Patient ors;sa'suildh i
Placebo ..~ |- Albuterol 25mcg DISKUS:
“n (%) | n (%) N (%)- " h %)

.-;'SOmcg DlSkUSi_ P 2

‘ Categ ry

o Total St:reenedINot Entolled
(N-307) B

Total Treated

Total Completed :

.-I ‘Total Discontinued:
1 Lack of efficacy”

w0 Other®™ -

_--Adverse event:

110 - (1600). |
95 . (86)
SR - PO
L2 @
S0 9

s "~ (100) -
105 - (91

115

'(1‘66)2

103 . (90)
o120 0y
4 (3)

409
87
22 ':

.
2

(100)

(80)

- {20y
-6
. (10)

. (2).

-
—
~
=

4
- B C I N S
3 @y o3 (@)

' Failure to retu‘rn R R R 3 ) 1

oo Thus table contains counts of patients: :
- ® Includes asthma exacerbation (unless classrtled as an SAE)
'¢ Includes protocol variations. : .

R The majonty of patrehts were Caucasran (78 percent) and male (61 percent) Twelve SR T
“- - percentof the population were “Black,” eight percent were “Hispanic™ and the remamder EE R
S were *Oriental” or “Other.”. The mean age was 8 years; with a range of 4 to 11, R
_--" Distribution’ of patlents age 4 to B and age 9 to 11 was consrstent among treatment S
_-'_.‘groups*':s- LT

Cie The hlstory of asthma was consrstent among groups in terms of duratlon and

.. hospitalizations or episodes requiring emergency care in the previous year, - AR

.- Approximately two-thirds of each group reported noctumal symptoms and 80 percent of ST
- ‘each group reported that asthma symptoms rnterfere wrth regular actrvrtles more than S

‘-onedayaweek I : S

'}-'-.:Approxrmately half of each treatment group used mhaled cortlcostermds dunng the trlal
“and 25 percent used either cromolyn or nedocromil sodium. Concornitant non-asthma ‘.
“medicatioh was used by 80 to 90 percent of patrents in each treatment group, pnmanly
'analgesrcs and antr mfectrves - SETEME : B TP

S 'Efflcacv Outcomes

5-;:}-"Ser|al PEFR asa percent of predrcted for Day 1 mcludmg the werghted average

. (WAVE), are presented in Table 18 and graphically represented in Appendix 6..
- Both the 25 and 50 meg Diskus strengths were statistically superior to placebo. at each
" timepoint, but there were no statrstlcally srgnlfrcant dlﬁerences between the 25 and 50
- 5ﬁ_‘-‘mcg strengths ' : : - :

Lo lbuterol was statrstlcally supenor to placebo at each tlmepomt except Hours 4 and 6
- - Albuterol was statistically superior to salmeterol 25 mcgat 0.25 and 0.5 hours; but not S
i statistically. different from the 50 mcg strengths ‘at those timepoints: The 25 meg Drskus R
... treatment was statistically superior to albuterol at Hours 3, 4 and 6 hours, whilethe 50~ -~ .
(-- -__-‘?:-'mcg DlSkUS treatment was statrstlcally supenor to albuterol at Hours 2 3 4, 6 10 and T




Table 18 Percent of Predrcted (%) Senal PEFR Values By
o . TreatmentDay1 - _ . .

R B Placebo. = Albuterol . 25mcg Diskus 50mc'g Diskus
Time (Hours) .. [ (N=108) *© f :(N=114) - [ (N=113). . | - (N=107)-

_izi"eo.z”-?_i 94 780 | e 3__ C

854 929 . B7.3. 922:-.{_-‘--
c 849 D8 )i 908 [ 964
8720 Fo988 0 ] Loganii "::;; 1 89.7
coooeB6T: [ e42 | 972 02
. 8931 [ioe28t |0 978 el 1020
. 899 - L9150 [ e80T I103
- -882 .. | . -888: - D956 1020
.882° [ 969 Soes s | 887
N R X TR RN R I c R FREREE- - R IR
878 .| 808 - | 835 |..977

g | e | iesor | ges

Maximum mean peréent of predicted PEFR values in each treatment group are presented in bold:
“faced type: Because albuterol patients were dosed at 0 and 6 hours, tha hlghest values from 0 25 :
1o 6 hours and from 8 to 12 hours post-dose are given for this group. :

_The baseiine mean is the average of the -0.5 hour and 0.0 hour percent oi predlcted PEFR values o
sonTreatmentDayt.. - . . o

. ‘W Ave -warghted average of post-dose percent of predncted PEFFt over 12 hours

'_"5-'._ESenaI PEFR data for Week 12 data appear in Table 19 and Appendnx 7 Whlle the o
- number of subjects in-each treatment group declined betweéen Day 1 and Week 12 the .
".'50 mieg Diskus treatment was most reduced in number, WAVE values for each

R treatment group mcreased between Day 1 and Week 12

o f:j_.;'8 and 12:. Despite the reduced number of patients; the 50 mcg Diskus treatment was - o
:;-;'shown to be’ statistically superior to placebo at the same timepoints, plus Hours 0. 5 and o
- .:710. No-statistically significant differences were found between the 25 and 50 mcg: .

E'i-'.::The 25 mcg DISkUS treatment was statlstucally supenor to placebo at Hours 1 2, 3 4 6 e

';?' - salmeterol treatments Numencal trends favored the 50 mcg strength at both Day 1 and
mi':v’j'Week12 T . RN S

_.7_]_:=Albuterol was statlstlcally supenor to placebo at Hours 0.25, 0. 5 1,2, 3"8'and 0. B
: - Albuterol was also statistically superior to: 25 mcg salmeterol at Hours 0.25'and 0.5 and L

o 50 meg at Hour 0:25 consistent with its comparatively faster onset Both salmeterol

B strengths were statlstlcally supenor to albuterol at Hours 4 and 6.:

:’:':Z.'_Whlle means were generally the same between Day 1 and Week 12 for salmeterol 50

e . meg; means for each of the other treatment groups mcludmg placebo mcreased from

R : '_:5-2“the beglnnlng to end of the tnaI




Table 19: Percent of Predicted (%) Serral PEFR Values _
IR - Treatment Week 12 o

st ne e Placebo__;-. - Albuterol . | 25mecg Drskue 50mcg Duskus
Time'(Hours) = .7 |- (N=96):: " --5}‘-; (N=104) - | -(N=103) .- {... (N=86) -

| Bassiine® Lgos | 792 | 7ea 806

©.0863. 0 | .874 . | 1888

S 8730 |1 889 [0 911

. 101 Tl 938 952

oot02s - i es0 - [ 985
©1080 S 979|996
10000 P10t 1024

©.89.0 | o102 [

.- 969 Tho01
L 944 C089.0
i [ 2 B S 977
o ot o680 | 958 .
918 [ 945 © 8590

g |ierr | iesdit

' Maxrmum mean percent’ of predlcted PEFR values in each treatmenit group are presented in bold-

. faced type. Because albuterol patienits were dosed at 0 and 6 hours, lhe highest values from 0.25 -

" to 6 hours ‘and from 8 to 12 hours post-dose are given for this group. - L
i ®The baseline mean is lhe average of the -0. 5 hour and 0.0 hour percent of predncled PEFR values '

"‘on Treatment Day 1.-. - L

b W Ave -werghted average of post -dose percent of predu:ted PEFR over 12 hours

k Analyses ;'PEFR values as absolute change from basehne show S|m|lar statlstlcal
.- outcomes: 'In particular, there are no statistical differences between the 25 and 50 mcg
- - salmeterol treatments.  However, absolute PEFR means,; which show consistent:

L numencal superiority for the 50 mcg Diskus tréatment on Day 1, are essentially the -~
-7 same for the 25 and 50 meg strengths at Week 12.Analyzed as change from baseline;

s absolute PEFR values on Day 12 for the 25 mcg dose are: actually larger than for the 50

'“'mcg dose at most trmepomts : .

R Table 20 shows the maxrmum percentage of patlents who achreved a 15 percent e
" increase in PEFR from baseline. These data were derived from the single data pomt of : .

_."" the 12 hour interval at which the highest percentage of patients had reached thrs L

o threshold. While it does reflect a small decline during the 12 week trial in the: S
R 'percentage ‘of patients who reached the 15 percent increase among 50 mcg salmeterol T
R patlents the data also reflect a substantial increase between Day 1 and Week 12 in the-

- maximum percentage figures for albuterol and 25 mcg salmeterol.  Thesé same trends . .
.- were found in reviewing data for percentage of responders at each timepoint.

S
. 'ONORIGINAL -




' Table 20 Maxrmum Percentage (%) of Patrents Who Achreved a >15% Increase
oy - From Baseline in PEFR Values® at Treatment Day 1'and Week 12 . NI
~ Placebo | - 'Albuterol . |"25meg Diskeis’ SOmcg Dlskus R

| fiéar}héhtzv;én: N )] nlN_.; TR | N %) | N (R

Treatment Day 1 © | 45/108  (42). 75114 (66) 721113 (64) _"‘/"9/1"07-.ﬁ 74y |
| Treatment Week 12 . |. 46/ (48] 767104 ) 79108 (77) | sves (1) -

- functions for Week 12. ‘At both Day 1 and Week 12, the’ propomon of responders in

* In-addition, albuterol onset was statistically faster than salmeterol 25'mcg, butno .= .+
“statistical difference was seen between albuterol and the 50-mcg treatment.” At Week

; had a shorter tlme to onset than placebo

' Table 21 Functrons of Serial PEFR" o
: . Treatment Day1 R

o Placebo___-.- . - Albuterol : . ':"25'm'cg Diskus_ - 50mcg Diskus
.+ (N=108) _'.' L (N=114)- - | (N=113) | L (N=107)

'Percentageofresponders R U SR -1 B R RIS E 81_

Medran onsetofeﬁect (hr) SN 795 0.23: aE 048 048

"Medlanduratronofeﬂect(hr) S I Y- ER U IV S 96 1 ;-_-:-;-10.5_:;-_;f'__:

'MeanAUC(BL)(Lhr) e | an b iss0 | eRt

:Percentegeofpatlentswrth e R TR 57
- Wi Ave 215%ofbaselme ) T S e BT

. :Refer to Sectron 6.4 for defrmtrons of senal PEFF! functlons

* (average of the -0.5 hour and 0.0 hour PEFR values on Treatment Day 1) within 4 hours post-dose SR
c W Ave -—waughted average of post-dose PEFR over 12 hours : Sl .

e -Z APPEARS THIS wrw
s ONORIGINAL

- Functlo‘ns of senal PEFR at Day 1 are presented in Table 21 Table 22 contarns FEV,' - - :

-each active.treatment group was statistically higher than-among placebo patients.- On- f_j: :::: S
‘Day 1; the’ onset of effect was faster for each of the -active treatments than for ptacebo. R

“ 12, the only statistical difterences observed were that albuterol and 25 mcg salmeterol.'i-_{ L

"Maan max eﬁect (% change)_ L2330 | L ass . 374 | 3655:_ .' - S

' Ragponders were defined as those patients who achieved a 215% increase in PEFR oveF baseline IR




Table 22 Functions of Senat PEFR

Treatment Week 12
Placebo . |.. Albuterol__ ‘25mcg Diskus | 50meg Diskus

L (N=9B) | (N=104) | T(N=103) [ (N=B6).-

:Percentage of responders L '-'__-"79"'. _

S B 01 5 -

; ':Medtan onset of effect (hr) s
.Mean max eﬂect (% change)'-i i :- :'.;Bt.l;.s‘_ -_
‘:Medran duratlon of effect (hr) R P 114 R
: ‘Mean AUC(EL) (L . e DR R
.Percentage of patnents wrth S 70 : 80

|- W: Ave. 215% of baseline®

S Refer to Sectlon 6. 4 for deflnltlons of senal PEFF! functtons ' T
:_"_’ Responders were defined as those patients who achieved a 215% increase in PEFR over basellne
“'(average of the -0.5 hour and 0.0 hour PEFR values on Treatment Day 1) ‘within 4’ hours post-dose

: '_ ‘W Ave _werghted average of post. dose PEFR over 12 hours ' : : .

L ‘On Day 1 maximum effect was statlstlcally greater in each of the actlve treatment
i groups than in the placebo group.. Maximum effect was increased among all the -
S treatment groups at Week 12, but less so in the 50 mcg salmeterol group than the -
- - others.. Statistical differences at Week 12 were seen only between the 25 mcg Drskus
U and placebo groups. Statistical-analyses of duratlon of effect are consrstent wnth those
~of maxrmum effect at Day1 and Week 12-"- R o L -

o E"“JC(E“-) was Statls'ﬂcally greater for each?of the ‘active treatments than for placebo at
. Day 1 and Week 12 and statistically greater |n the 25 and 50 mcg salmeterol groups
- than in the albuterol group on Day 1 - _ : |

s :The p rcentage of patlents with WAVE values at least 15 percent over basehne was
' ' i;'?fstatlstlcany hrgher in the actlve treatment groups than in the placebo group at Day 1 and

' -Week 12

RS WAVE values were also used to compare the responses of patnents Iess than nlne

. yedrsTof age to those of patients nine years or older. As seen'in Table 23, younger G

- children showed more bronchodilation response to each treatment, based on change o

-+ from baseline, than the older chiidren at both Day 1 and Week 12. WAVE values wére

' generally higher for the younger children with salmeterol, but not with-placebo or -

. albuterol. Responses to each treatment increased between Day 1 and Week 12, - S
.. particularly for older children in the 25 mcg salmeterol and albutero! groups. WAVE: and-.@- TR
" change from baseline WAVE were also calculated for-children age 6 and older and. - .o
- showed that responses to each treatment increased between Day 1 and Week 12 wrth SRR
L the Ieast change seen in the 50 mcg salmeterol group : Lo
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Table 23 Welghted Average of Post-dose Percent ot Predlcted (%) PEFF!
L . Values by Age Sub _grou at Treatment Day 1 and Week 12

y Tumepomt/ ” : Lo e
' | Age Subgroup . | Placebo Albuterol _25rncg Dlskus 50mcg Dlskus_. R

'Treatment Day 1 : : :
" <9years C B R ST
. N eij,-j N N - B4 4B
S OW.Avet B4 918 | 954 | o103l
: Change - 107 e 2140 T 2900

_29years o T L T I AN R DO

LN i CB7 B8 . 89 59 - .

° W. Ave,’ SR IR 1< K- S FT : < I AU $946 | 973
Change N ;?.f. CoL..82 b 1030 - ';129' 1 183

Treatment Week 12
. <Syears. .. NI R BT
. N. oo . 46 . vis0n . 48 0 |36 -
v W Ave S 953 - es2 | 96.5:. . |:ii1020
-+ Change: . - 1858 . o212 | o218 che 2100

ROyears. oo f
% N ETTERESE TR 1o IS ERNUPRAY -7 B 1R EAR (s IO
WiAve. S [ 94 o feTo e 9950 [ 99,00
Change S s 1810 1800 L 155'-_-

.":f_‘ W. Avé:sthe Welghted average of post-dose peroent of prednc:ted PEFA over 12 hours o
- ° Change from baseling for the W. Ave. - . '

“Serial FEV1 values expressed asa percent of predlcted are shown in Table 24 for Day_ R

1 (graphical representation in Appendix 8) and in Table 25 for Week 12 (graphical - o

-+ representation .in Appendix 9). On’ Day 1, both the 25 and 50 mcg salmeterol groups B
- were statistically superior to placebo at all timepoints. ‘At Hour 8, the 50.mcg salmeterol S

- between the 25 and B0 mcg strengths were not seen at other timepoints; although

. s'numerical trends suggest superiority of the 50 meg treatment.- The salmeterol

-2 "treatments were both statistically superior to albuterol at Hours 2, 3 4 6 and 12 l
L '_-';-'addmon 50 mcg salmeterol was supenor to albuterol at Hour 10 : -

S 'f,' Albuterol was statustlcally supenor to placebo ato. 25,0512, 8 and 10 hours after L
.+ - dosing. Albuterol was also statistically superior to both the 25 and 50 mc¢g salmeterol
S *-doses at Hour 0. 25 and supenor to the 25 mcg salmeterol dose at Hour 0.5.

© APPEARSTHISWAY
U onoRGINAL

o - group was statistically superior to the 25'meg group. *Statistically significant dlfferences Lo
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i Table 24' Percem of Predlcted (%) Serial FEV1 Values
o : - Treatment Day 1 :

N TR S Placebo. ~.- Albuterol - . 25mcg DISKUS'“ 50meg Diskus - |
‘Time (Hours). . ... . |- (N=98) - o (N=107) | (N=110) | - (N=99) -

"'Baseli_ﬁe"fj:'_; P Y] 15_ o eesn | 70.0 _;-3 S99,

7480 | s26 | 7BT L7798
768 |0 837 oo, BLS:. |- 834 7
780 - | 852 . B3B8 L] L BBO
o778 | 824 o i 857 -l 864
. 780 . | . 804 0 |-o.B57. | BT
S8 | 0t 784 Co 862 | BB
o769 {0 TTE S B40. L po - 859
754 | - e42- - | . 824 .: } . 854 -
757 . |.0:.798 | BLs . . |:. 834
749 | -vmrre o | 819 - | -825

e | iees ol isas | ese

~ *Maxirfium mean percent of oreol'cted FEV values in each treatment §roup are presented in bold- - -
.. faced type, Because albuterol patients were dosed at 0 and 6 hours, the hngheSt values trom 0. 25

. to 6 hours and from 8 to 12 hours post-dose are given for this group. . ’ -
) bThr-z baseline mean is the average of the -0.5 hour and 0.0 hour percent ot predrcted FEV1 values "

: on Treatment Day 1. T
- EW. Ave -weughted average ot post—dose percent of predrcted FEV[ over 12 hours _'_'1- .

SR At Week 12, both the 25 and 50 mcg salmeterol treatments were statlstlcally supenor to ST
S placebo at Hours 1, 2; 3, 4, 6, and 8. In‘addition; the 50 mcg treatment was also -
- superior to placebo at Hours 0.25 and 0.5.- There were no ‘statistically significant . -

- differences between the two salmeterol strengths It is notable that at Hours 3 and 4
- the'25 mcg Diskus mean exceeds that of the 50 mcg DISKUS At Hours 4 and 6 both
salmeterol strengths _are statlstlcally supenor to albuterol SR _ L

Albuterol was statlstlcally supenor to both salmeterol strengths at 0 25 and 0 5 hours
and supenor to placebo at all tlmepornts except Hours: 4 6 and 12 SN :

 APPEARSTHISWAY
" ONORIGINAL.




Table 25:° Percent of Predlcted (%) Serlal FEV1 Values ' '::"-_ .
: - “Freatment Week 12 . 50 0 ol o v
- Placebo. .| . -Albuterol - | 25mcg Disk‘u‘s_—_- 50mcg Diskus-
:: (N=88) " | - (N=97). | . (N=100).. |- -. (N=79).

s ot 1L

IR £ % B I

7880

Sonl 793

- T ER N R
81.3 _: -
809

- 806

S79.31 0

- 783
78
784

U793

i) Maxtmum mieah percent of predrcted FEV1 values if each treatment group are’ presented in bold--
“ faced type. Because albuterol patients were dosed at 0 and 6 hours, the hrghest values from 0,25 -

. to & hours and from B to 12 hours post-dose are given for this group.™: _- A
' '?.The baseline mean is the average of the -0. 5 hour and 0.0 hour percent ot predtcted FEV, values SRR

. on Treatment Day 1.° Lo R
: "’W Ave -wetghted average of post-dose percent of predrcted FEV. over 12 hou :

'_'__f-_'Between' Day 1.and Week 12 mean vaIues increased for each treatment group except

" “the 50 mcg salmeterol group. The largest increases were seen among the placebo -
o patients; foIIowed by albuterol, 25 mcg salmeterol.. The smaller differences between -
= '-_'--salmeterol groups at Week 12 than on Day 1-appear to be attributable to a substantial -

-7+ increase ing response to the 25 mcg strength in addmon to a small decllne in response to
L the 50 mcg strength : Lo ST

Hevrew of absolute FEV1 rneans and statlsttcal analyses of change from basehne FEV{
'--"showed outcomes that were consrstent wnth the percent of predtcted analyses

rThe maxnmum percentage of patlents who achleved an lmprovement of at Ieast 15

““percent from baseline at any timepoint is shown for Day 1:and Week12'in Table 26

- There was a decline in the proportion of 50 mcg salmeterol patients who achieved thts
“threshold between Day 1 and Week 12 and an increase in the proportion of the other. -

- treatment groups. Evaluation of these responders by timepoint showed that the

~---changes in response rates within each group is consistent throughout the 12 hour

mterval and is not reflected solely in the maxnrnal percentage values S

-APPEARS TH|S WAY
: '-5}'_ ow ommwr o




- On Day 1, -each active treatment was statistically superior to placebo for each functron
i There were no statistically significant differences between the 25 and 50 mcg-- S
. treatments for any function. The 50 mcg Diskus was superior to the albuterol group wnh

TIE

Table 26 Maxlmum Percentage (%) of Patrents Who Achie\red a 215% lncreese ;
5 From Baselme in FEV, Values at Treatment Day 1 and Week 12 '

Placebo. e :‘Albuterol . 25rncg Dnskus_ SOmcg Duskus L

"T”re'aﬁaearveu SN N @ [N [N e |
Tieatment Day 1 40/98 - (41). | 721107 (67). | TH/110 - (70): | 78/09- 1 (79) | - -
TreatmentWeek12 49/88  (s6): | 70/97 472): 73100 (73} | 5779 (22)- o

7 The functrons of FEV1 are Presented in Table 27 for Day 1 andin Table 28 for Week 12. S

| respect to proportion of responders, duration-of ‘effect,, AUC (BL) and percentage of - .
- patients with: WAVE values at least 15 percent over baseline. The 25 mcg Diskus was:_ S

e :'superlor to the albuterol QTOUP W"h "‘95!39‘-"t tor AUC(BL) and WAVE percentages

* Table 27 Functlons of Sernal FEV1
- Treatment Day 1 3 : o
o Placebo_- r Albuterol -~ | ‘25mcg Diskue_‘ - 50meg Diskus

“ (N=98) i |- (N=107) o (N=110): | (N=99).
'Percentage of responders 55 e

Medlan onsetof effect (hr) o ieer |0 02s

'Mean maxeﬂect (%change)‘ Sl 218 :":5‘:' 3{30."4'__: E

'Medlan duretron of effect (hr) o 0.6 28

' MeanAUC(BL) (Ch - ] e L 5—-‘42

-"Percemage of patrents with N F IR e -
N WAve 215%ofbase||ne - R

_‘__‘." Refer lo Sectron 6.4 for definitions of senal FEV1 funchons ‘. '? L - "
b Respondets were defined as those patients who achieved a 215% increase in FEV1 over baselme

: (average of the -0.5 hour'and 0.0 hour FEV, values on Treatment Day 1) wrthrn 4 hours post dose
f °W Ave. -werghted average of posl-dose FEV, over 12 hours. - : :

‘fAt Week 12 ‘there were fewer statrstrca!ly srgmflcant drﬁerences shown than at Day 1. . |

IR ‘This may be due in part to the smaller number of subjects and resultant reductions in -~ =
" statistical power, but is also appears to be related to shifts in the data. Percentage of

= responders, maximum effect and pe:rc'enta'ge of WAVE responders increased for each -

_ _.__}_':-:i: .~ treatment group except the 50 meg Diskus, in which these functions decreased. Time oL
- to onset was shorter and duration of effect was longer at Week 12 than Day 1 for eaoh _ L
- “treatment group.: No statistically srgnrfucant differences were $een’among the actrve .

i treatments: The 50 mcg Diskus group was superior to placebo for AUC (BL) and -

: '}‘_'__3{:2 " Percentage of WAVE reSponders The 25 mcg DlSkUS group was supenor to placebo FE T
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| 2;3 for responders maximum ef'fect AUC (BL) and percentage of WAVE responders Lo
: Fmally. albuterol was statrstrcally supenor to placebo for maxrmum effect and AUC (BL ) - SO e

Table 28 Functlons of Senal FEV1
. Treatment Week 12"

_ Placebo . |°. Awuterol. . | 25meg Diskus | 50mcg Diskus
. (N=8B)- . | (N=97) - H(N=100).. - o (N=79)

: 'Percentage of responders e ] eé‘;_ SR ;.78 SR B '8'4": . _f:-'i 81. '-___?'--'J.‘-::

.'Medran onset of eftect (hr) _ L 026 00| - o.'20_;§;f'f} R
: ?Mean maxeﬁect (%change) | 268 o |iss2 ) ses
"Medlan duratron of eftect (hr)'-f |es | es | e

Mean AUC(BL) e o 22 0 | el | sa

'Percentageofpatrentethh 45 f ;;”5.8'_.;' ; 59
W ‘Ave. 215% of baseline® - |- - . L. BEER R

- ' Hefer to Sectlon 6.4 for definitions of serial FEV1 functrons S : :
__b Flesponders were defined as those patients who achieved a >1 5% increase in FEV1 over basehne

(average of the -0.5 hour and 0.0 hour FEV1 values on Treatment Day 1) wrthm 4 hours post dose '
_“ W. Ave -werghted average of post—dose FEV, over 12 hours.. - . :

';; Subgroup analysrs by age in Table 29 shows WAVE values and bronchodrlatron
- responses to be-greater among the younger children in all treatment groups except the
50 mcg group Thls flndlng is also seen in the subgroup of chrldren at Ieast six years of-;

~ APPEARS THIS WAY
- ONORIGINAL
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' Table 20 Werghted Averege 'of Post-dose Percent ot Predncted (%) FEV, _
i _Values by. Age Subgroup at Treatment Day 1 and Week 12

Trmeponnt/ S
-Age Subgroup e Placebo :-Z‘;._ Albuterol 25mcg Drskus 50mcg Drskus

Treatment Day 1.

. Treatrnent Week 12 _ :

| <9years e S I DS I P

NG g o390 e a2 . - T
W Ave.. -1;_-;; G 82200 |r 8500 | 854

~ Change | 130 | tes [ 001590 ¢
29y9ars e T I R I §
o Ny L T R - R
__-'; W.Ave._\_ O P £/ T EE X I AL < - NI
C Chang'e" 7y o N7 ) "-'137-1:'-

o W Ave.=the welghted average of percent of predlcted FEV,
Change from baseline for the w. Ave R S

SR Data from the 2 hour post dose pulmonary functlon assessments were revrewed to

- determine whether the trends seen between Day 1 and Week 12 were also seen at.
-~ Week 6. In fact, PEFR and FEV, as a percent of predicted showed increases in the

S mean values for each treatment’ group at 2 hours post when comparing Week 6 to Day
.11 The directions of change (increase or decrease) between Week 6 arid Week 12 were:

- variables and not apparently associated with treatment groups. . These data suggest that

. 'thie 2 hour timepoint may not bea useful metric for predicting overall | responseto ' . .-

. treatment and that differences in parameters such as duration and AUC(BL) may be 3

""" more sensitive to'changes. Altematlvely. the decllne in response to the 50 mcg dose
'-'may not have occurred pnor to Week 6 L AR SR

o The sponsor noted that that mean PEFFl values expressed as a percent‘of predlcted
were approxlmately 10 percent greater than FEV; means, expressed as a percentof = oo T
- predicted:  This outcome was due to inclusion criteria being based on FEV, alone, for allf.-_:' S
- but the 4 and 5 year old patients, and concurrent PEFRs did not necessarily fall withina™- - - . R
-pre-specified range: In order to'consider the outcomes of a population defined by PEFR ~©+ -~ *"
values, the sponsor chose to repeat many.of the efficacy analyses for patients whose .
*'baseline PEFRs were betwéen: 55-an 90 percent of predicted normal;: This group - Gk
i represented approximately two thirds of the entire study population. - WAVE analyses for o
“-~~'the whole group and analyses by age were consistent with those of the whole group e
EREH WAVE analyses by gender showed no consistent differences between males and
“‘females and'suggested that the changes between Day 1 and Week 12 were : SR
comparable for both subgroups Analyses were also conducted by seventy, companng
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i patients with baseline PEFRs between 55 and 75 percent of predicted normal to'those = -
- with baselines of greater than 75 to 90 percent of predicted normal.. As expected; -~ . - S

- WAVE values were higher among the patients with higher baseling values but patlents RIS '

o wnh lower basellne values exhlblted a greater bronhcodllatlon response '

sy The rate of out Of-CllnlC asthma exacerbatrons was farrly comparable among treatment .
R i"groups during the treatment period.” Approximately 20 to 25 percent of each group -

- experiericed at least one exacerbation, with the absolute rate lowest among albuterol

. --patients and highest in the 25 mcg Diskus groups. Only 3to 5 percentofeach ..

" " treatment group experienced an out-of-clinic exacerbation:during post-treatment.” This S
- “cornpares favorably to the 12 percent of patlents who expenenced such post-treatment R
2 }_ﬁf'"events in Trlal SLD 390 ' o

ﬁMornmg PEFR recorded in dally dranes were averaged by week and were hrghest PR
: “among 50 mcg Diskus patients and lowest among albuterol patients throughout the tnal 5 N
. i Analyses were conducted to compare the four week means for each treatment group: . -
~ © i/ The 25 mcg Diskus group was statistically superior to placebo at Weeks 1-4; 5-8-and 9— _
712 and to albuterol at Weeks 1-4 and 5-8. - The 50 mcg Diskus group was statistically
' ... "superior to placebo-and albuterol for Weeks 1-4.. Moming PEFR means increased for .
- 7 - -each treatment group between Day 1-and Week 12, with the greatest increase seen in-

- "the 25'meg Diskus group (24 L./mln) and the smallest mcrease seen among placebo
e patlents (14 L/mln) _ _ . :

C Slmrlar analyses were conducted to compare back-up Ventolin use among treatment
- -groups. Eachactive treatment was statistically superior to placebo at Weeks 1-4 with - Pl
- . regard to the percent of days that patlents used no Ventolin, There was a declineinuse = :-. -~
o oof Ventolin back-up among each of the treatment groups ranglng from 1 1 to 1 5 fewer o
R :f'puf‘fs per day SER

- j--*OveraII dally asthma symptom score means fell from 1910 1 60or1.77n each of the
-~ treatment groups. Ng statistically significant differences among treatments were- seen
:-" Days with no symptoms increased between Day 1-and Week 12 for each treatment -
- -groupi. Maximum improvement was seen in the 25 mcg DlSkUS group and mmrmum
L |mprovement was seen among placebo patlents DU

L The percentage of mghts with no nighttrme awakenlngs ranged from 84 to 87 percent S
. j;fi'among treatment groups in the week prior to Day 1. Increases’in each treatment group -55 )
- 'were seen to a maximum of 93 percent for the 50 mcg Diskus: group No statrstncally
'f-?:;’-“sugnrfrcant dlﬁerences were seen among the treatment groups

Health—related “quallty of ltfe" evaluatron usmg both FSll Ft and the Sleep Scale-C
-~ showed:no statistically significant differerices among treatment- groups, although each
... ~group improved significantly from baseline with treatment; Statistically significant -
- decreases (|mprovement) was seen for at least one domain of the parent evaluatlon
. < ~“QOL-PAC-2, in each treatment group: No’ statlstlcally srgnlflcant dlfferences among
o '_-'.;- treatment groups were observed R T




;-Dewce satrsfaotron ratlngs are summanzed rn Table 30 Most patlents responded
~favorably to the device and seemed to view the device rmore favorably ‘with time:
;'However nearly 30 percent drd not report that they were comfortable usrng the: devnce

T 'Table 30 Favorable Patient Satlsfaotron Scores for the Dlskus Device
R Study Period ¢

e FU SIS S R AT R Baseline g o Endponnt
-'Asse‘s'sment e Tl ... n/N o (%) . S I'\/N: o (%).
S Overall Oplnlon lee Devrce 1 1701 R - ) B 403/43615.::5: B -
- EaseofUse: ;. | -3B249 1089 | 424M36 . 797
1 Satistaction g.:i; Lo P NA T s NACT | 39174361 . 980 -
© Comfort Using the Device .- s o 3020429 70 3436 e 720
Ease to Hold and Operate- - - T 376/4290:. 0 .. B8 | . 430043670 -0 99 0 ¢ o T
i Ease in Telllng Number of Doses Left | - 359/429 - SN - U 396/4355::-:' e

L The best two ratrngs (eq, strongly Irke or like) were consrdered to be lavorable responses for each itemn.:
® percentages are based on the total number of caregrvers who responded to the questlonnarre tor each
'+ itemn; regardless of treatment group. . . . L
" NA= not applrcable. not measured. .

) :‘;_"'_Effrca 'y Conclusron f :

S Serial PEFFt data rndlcated that both the 25 and 50 mcg doses were statlstlcally o
- superior to placebo on both Day 1 and at Week 12. At both timepoints, albuterol -
- +-showed a consistently shorter time to onset, but both salmeterol doses demonstrated
" longer durations of effect. Numerical trends favored the 50 meg salmeterol dose -
-+ ... relative to each of the other treatments ‘on both days, but no statlstrcally srgntflcant
: '.:.‘;.'E‘dlfferences were seen between the treatments SR 3

i f‘f'lnoreased responses to each treatrnent were reflected in senal PEFR and in functlons of i . -
... PEFR between Day 1 and Week 12; with the smallest i increases seen in the: salmeterol s D
" 50 mcg group. - At Week 12, some parameters; such as maximum effect’and - S

. percentageof responders was higher for the 25 mcg group than the 50 meg group, :
. - although no statlstlcally srgnrfrcant drfferences between the 25 and 50 mcg groups were:
'-f~seen:mv~-t : : T AR 3 S

S Senal FEV1 values conflnned the statrstrcal supenorlty of both the 25 and 50 mcg
- salmeterol doses as well as albuterol, to placebo. Each treatment showed an -

- increased response between Day 1-and Week 12; with the ‘exception of the 50 mcg
-+ dose, which showed a‘small decline in effect, No statistically significant differences -

- .. were seen between the two groups and the 50 mcg dose retalned a longer duratlon of
B 'actlon than the 25 rncg dose at Week 12 : S . .

'For both PEFFl and FEV1 analyses by age group showed that ohrldren age 9 to 11 i
« - years exhibited Iess bronchodrlatlon response than chrldren Iess than 9 years of age to EQ_' Do
: ‘-eachtreatment : RERIS e T R R




{;_fl'Théfre's;'_):éi:zt_:iVe.:éh:‘ec':tzs':cif:t:h'é‘z"s*éh'dgédf"fﬁc _ EFR _ _

- ( - - were not reflected in diary data including, moming PEFR,'béCk'—Up_Véntolin' MDl-use,

o . There were, however, a higher proportio s _

L treatment group than the 25 mcg treatment group due to lack of efficacy. TR

g j"'("‘)iféir'all;-_ it appears that 'the 50 mcg 'sh:lrgrfnéte}dzlf'dés'e: is 'n.worézzéén'sis"téhtﬂlly effective from
the initiation- of treatment than the

Placebo.A-decline in the effect occurred in some patients
-and this finding should be reflected in the labeling: - =~

. There were no deaths reported during thistrial. .~

- Serious adverse events were reported in ei :
- = “meg Diskus patients and four 50 mcg Diskus patients. The albuterol patient (Pt # . -

<.+ asthmaticus for which no trigger was identified. Each of the other events was = -
~-associated with a concurrent infection.- The rem o S
. pneumonia (Pt # LA20542), appendicitis (Pt # PE20631), fractured left tibia (Pt#:. = *

S NA206'1'3)‘and"n:ausea,'vomiting and diarrhe
. ... infection(Pt # NA20616)., o L

- There were a total of eight adverse events that led
- including the single case of statiis asthmaticus described above.. Forthe placebo -
o groupy an abnormal EKG in Pt # BA21084 and headaches in Pt # RU20523 were -~
1. .. reported.A chest-cold was reported to have caus
. .. Among Diskus 25 mcg patients, Pt # BA20796 dis
.. i (considered unrelated by investigator), Pt # LA20
. possibly related) and Pt # WE20753 due to pneu
- patients, Pt # PR20655 discontinued due to. uriticaria and angioedema (considered
~ . probably related) and Pt # PR20666 due to status asthmaticus. L

925 due to headache (considered

" Otherevents are summarized in Table 31. ‘Events are _ _
.« inthree percent or more of the patients in one of the salmeterol groups and'in a larger.
;- proportion of one salmeterol group than the placebo group. e vl T

 APPEARSTHISWAY

g treatments on PEFR and FEV; responses

. "daily asthma symptom scores; nighttime awakenings, nor in the “quality of life” scores. o
: n-of patients who discontinued from'the 50 meg: i

25. mcg_'dose-.:‘Both:are;s'igniﬁcahtly'Superior to: o s
over the course of 12 weeks S

ght patients, one albuterol patient, three 25

i . $122396) and three 50 mcg Diskus (Pts # BA20795, PR20666, S1223860) patients” © . . - e
© .. - experienced asthma exacerbations. Pt # PR20666 was discontinued duie tostatus - - o

aining four patients experienced’ . . .

a associated with a Clostridium difficile .~ -~ -

to premature discontinuation; . | .

ed discontinuation of Pt # MU21195." - '-_5":' ERRRIEE
continued due to worsening migraine - - S i

monitis. Among 50 mcg Diskus

listed in the table if they occurred -

S NoR@wA




o Tabie 31

Adverse Events IR TR
Placebo :

Albuterol Diskﬁs. 25 ; :

Diskusso ]

54 (49%)

58 (50%)

- 54 (47%).

57 (52%).

: __fatal -

URTI

22 (20%) -

21 (18%)

25 (22%).

24 (22%)

.  :.-} - Throat Irritation

7 { 6%)

13 (11%)

11.(10%)

. 10 (9%).

T .Ear Signs & Symptoms

6 ( 5%)

10 ( 9%)

5 (4%) .

: - Pharyngitis/T hroat Infection

2. (- 2%)

3(3%) .

6 (5%)

(4%)

- Rhinorrhea/Post Nasal Drip

(3%)...

5 (4%)

_ 2 (.2%)

. ... Rhinitis

(2%). .

3(3%) ..

~ 4 3%)

w|nls

(3%)

... Nausea and vomitin

3
2
10. ( 9%) .

- 13 (11%)

12 (10%)

(8%)

. Diarrhea

6 ( 5%)

2(2%) .

4 (-3%)

(7%).

. [ Dental Discomion and Pain |

1 ((1 %)._

2(2%)

1 (<1%) .

(4%)

.- Headaches | .

17 (15%)

25 (22%)

35 (30%)

(24%)

.. Fever|

_B(7%)

11 (10%)

13 (11%) .

LSRN

- 1 ( 6%)

Pain

0

_0

3( 3%). .

(_4%)

L Malaisé and'Fatigue

2 ( 2%).

-0

.4 (3%) .

(<1%)

Asthma

0

1 (<1%)

_{ 4%)

0D

0

1 (<1%) ..

3%)

- Urticaria

- Lower Resp Signs and Sx. ) _

1 ('<1%)_‘
0

2( 2%)

1 (<%

Fractures |

0.

1 (%)

_2( 2%) .

ISR NS

{
((4%)
(

. Clinical laboratory evaluations
Placebo .-

s were b
- Albuterol

_ Lowglucose::~ -
High glucoseg - . ..
Low glucosex 2. - .
Low glucose @ | .
High hematocrit -~
© Lowglucose - i
. Low glucose - -
Low hematocrit - .

- Lowglucose - * 1
. Lowsodium: . -

" Categorical anal
. low rates of such oceurrences.

. baseline and categorical analyses
SO -.'b'aseline“_failed to show clinic

= 8hifts in‘15, 20 or 30 mmHg also

. appears to be a slight indication that diastal
-and 50 mcg Diskus tfeatments than by the other treatments,

eyond threshold levels in 12 instances:

Week 12

- Week 12 -
.+ Discontinuation Visit (chest cold) Ce T

- Week 12. S PR
- .. Discontinuation Visit
.- Screening, Week 12 R
... Screening, Week 12

Week 12 )

- Week 12

yses of patient shifts from normal o abnorma

.- does not seem to suggest strong clinical impor'tan'ce;-} BEE

(ph'éU'mdhitis)_;1§ 2

6%)

X al values showed relativel
o -of's ' Overall, there appear to be ro clinically significant:
- trends’in the clinical laboratory evaluations. ..~ .. T TR

6 (6%) |

@)

- Discontinuation Visit (status asthmaticus)- SRR

" Vital signs were collected with serial pulmonary function testing. Changesfrom
of increase or decrease of 15,20 or 30 bpm from - e
ally meaningful différences among treatments throughout - IR

anges from baseline of systolic blood pressure and categorical analyses of = .
failed to-show clinically meanin

gful trends, There. - -
¢ blood pressur

e is reduced more by the 25  -";_- S
but this numerical trend. i
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' ‘The latter was a patient who had a normal screening EKG, but experienced frequent. .- oo
" PACS post-dose 'at Week 12, Both albuterol patients had EKGs subsequenttothe - - = -
"abriorral findings that did not show the abnormality. The placebo-patientwas . -l
discontinued due to post-dose ST elevations in leads V2 an V3 at Week 6.-Mean heart. =
. rates were:slightly higher in the salmeterol treatment groups than placebo (maximum of - SRR
. 5 bpim greater than placebo) and there ' was a numerical dose response. The clinical”.; -~ . ="

- significance-of this finding appears to bé:rﬁi_nimal_.g-_-;__ BT

- QTganalyses were largely consistent among treatments at Day 1, Week 6 and Week - L
_..12: One possible exception is that the mean QT, value for salmeterol 25'meg at post- .

- dose Week 12 was slightly larger (7 msec) than the other values. The clinical- = ... .00

.. - significance does not appear to be great, particularly given that only 8 patients inthe: - .

7. study experienced a QT over 440 mcsec (1 placebo, 2 albutefol, 2 salmeterol 25meg -

and 3-salmeterol 50 meg patients), and these were sporadic throughout the trial (no =~ " " =70 0

S - temporal or dose-related trends). R

'~ Continuous Holter monitoring revealed no apparent treatrment related effects on R

_ - " cardiac rates.. The number of ventricular ectopic beats was noted to:show a rank order.
o of placebo, 25 mcg salmeterol, albuterol and 50 mcg salmeterol at Day 1'and Week 12,
... The clinical significance of this finding does not appear to be great given the limited ..~ .0
" number of events (maximum of 23).. In looking at the number of supraventricular - o
" events, it was noted that one 50 mcg Diskus patient experienced 1248 SVEsat" =~
- - Screening; 193 on Day 1 and 3293 at Week 12.- No other patients were reportedto .

.. have similar findings. . This pattem of response, with a “nadir” following the first dose, L
- .:does not argue for a treatment effect.. =~ .~ - . o T T

. Physical examinations showed unfavorable changes between Screening and Week = -
~12 in 'o_n‘lygight patients, with no clinically.-'m'eaningful trends. = . oo

- Withdrawal effects were examined during the post-treatment périod by comparing
. asthm‘a'exacerbatiorl rates; previously noted to be consistent among treatmerit groups -
~and adverse event rates, that will be discussed further in the Integrated Summary of: = -

27 Overall, the safety data are supportive of the safety of each of the active treatments. =
7. They do'not appear to show clinically meaningful differences among the active = - = i s
i treatments, nor suggest a dose response between the 25 and 50 mcg salmeterol .~ -
-groups.. It does appear that the 50 mcg treatment in this trial was associated with a
_slightly higher number of asthma events than the other treatments.: Use of salmeterol LT
‘appears to have been associated with the occurrence of uriticaria and headaches. SR :

o AeeEmRSTHISWAY
. ONORiGINAL -
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' Conclusnons

Pulmonary functlon testmg conmstently supported the effectweness of the 25 and 50
" mcg treatments. There was an indication, particularly among the FEV, data that the 25
mcg treatment group showed an enhancement of effects during the trial, while the 50
mcg treatment groups showed a decling, at least in some patients. Overall, there were

" no statistically significant differences between the 25 and 50 mcg groups and no.

- secondary eﬂlcacy endponnts demonstrated a trend similar to that of the pulmonary
.+ function testlng : L

Safety evaluatlons supported the safety of salmeterol in the 4 to 1 1 year old’ age group.
- The 25 and 50 mcg treatments appear similar, with the exception that the 50 mcg
treatment group experienced a slight increase in the number of asthma events relative
- to the 25 mcg and placebo treatment groups.. : oo

. APPEARS THIS WAY
" ONORIGINAL




